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Assistant Commissioner for Patents 
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By;, 



We, Dr. Yan Dong and Dr. Clement Ip, state as follows: 

^ our present positions are in the Dept. of Experimental Pathology, Roswell Park Cancer 
institute. Our Cixriculum Vitae are attached hereto at Tabs 1 and 2 respectively. 

2 We have reviewed the Office Action mailed July 20, 2001 for the above captioned 
patent application. It is our understanding that in tl.e Office Action .he Examiner st^ed 
methods of treating hypertension with CLA are obvious in view of the Langer and Udell 
references because it obvious "to use CLA in the method of reducing blood pressure by 
losing weight of Langer to achieve the beneficial effect of weight loss by taking CLA m vrew 
of Udell-" 

3 We have read both of the cited references and conclude that the Examiner's reasomng 
regarding the Lang^andtM^^^f^^ '^^-^ 
references do not provide ^y^^L,MMm^^M^^^^y^^Sm^:^^'^\ 
S^-^T^^rn^tificaUy flawed because a link cannot be drawn between the 

body composition altering effects of CLA described^ 
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• A.rih^ in Laneer Our own research, conducted a$?r the 

J^. .ffec. of CLA .a Uood p,=s»«c ^likely oeon^* <^ ^ 

enzymes. This research is described below?>^ y 

^coouini.g .% 9..1-CLA » .0,U-CLA to . ^.0. « «■« — ^..-d 

A homogenized with a Polygon ti^ grind.. Tou. RNA »as i«.U.»i «i4 d,e use of 
ratcl® recent (Life Tecbnologies, Ine.) »corfins B *e F=e=dBe suppUed by te 

roanufactorer. 

xnBNA was poly(A)+-selected from the total BNA sample wi± Oligotex mBNA 
UolaUon system (Qiagen), and subjected to double-stranded cDNA syndesis using Supers^pt 
Choice CDNA synthesis kit (GIBCO/BRL) with an HPLC-purified oligo(dT)24 anchored T7 
primer (GENSET). The use of high quality HPLC-purified primer ensured a good double- 
stranded CDNA synthe^s as well as a high in vitro transcription yield. Biot^nylated cRNA 
probes in vilro transcribed from each cDNA sampk us„ig the BNA transcript labehng bt 
(BioA^ay) in the presence of biotin-U-CTP and biotin-l6-UTP, were purified using RNeasy 
spin column (Qiagen) to remove unincorporated NIPs. Each purified biotinylated cRNA 
probe was fragmented by mild alkaline treatment to avoid tertiary structures and to aphieve 
optimal hybridization. The Affymetrix rat genome m4A GeneChip (containing about 7.000 
known genes) was used for the gene expre^ion analysis. Four bacterial and phage cRNAs 
(referred as "sensitivity spikes") hybridizable to probes spotted for control purpose on the chip 
were added to the probe mixture at known concentrations to monitor hybridization efficiency, 
per instruction of the manufacturer (Afiymetnx). .Vfter hybridization with the probe mixture 
and a high-stringency wash, the chip was stained with stxeptavidin-phycoerythrein (Molecular 
Probes). Fluorescence intensities were captured with a laser confocal scanner (Hewlett 
Packard) and subjected to data analysis. 

Each scanned image was analyzed independently with Afiymetrix Microarray Suite 
software The individual hybridization signal intensity (perfect match intensity mmus 
nusmatch intensity) was calculated for each probe pair. The expression value for each gene 



■2- 



02/04/02 MON 13:35 [TX/RX NO 9350] 



M C Mflrt lfinTi 



^013 



COPY Attorney Docket No. NATNUT-03972 

. t ™,i„ed bv calculating the meax. of hybridizalion signal intensities among its 
was detenrnned by calculating ^ tabular report of the magnitude of change 

representative ZS-mer oUgonucleoUde probe sets. A abul p 
for each gene was generated by dividing liie expression value m the CLA group 

The mRNA sienals of the following genes were all 
corresponding control group- The mRNA signaih 

.^„-,,r-TA«rim 2-CLA The numbers represent the fold of change 
DECREASED by eiliier 9,11-CLA or 10,12-CLA. 

compared to the control (i.e. no CXA). 



Experimental Besults 




Gene 


c9,tll CLA 


tl0,cl2 CLA 


angiotensinogen 


6.2 


2.3 


angiotensin converting 
enzyme 




2.3 


angiotensin I receptor 


4.7 


2.2 


angiotensin 11 receptor 


5.5 




endothelin converting 
enzyme 




2.0 


ET-B endothelin receptor 




3.7 



6 Th. experiment described above demonstrates that exposure of the mammary gland 
cells of rats to CLA isomers results in the down rejjulation of genes which are known to be 
Ived in regulating blood pressure. Thusj4£bOo^^ 

, b) due to a direct effect at the gene regulation level a^i^m^ot be due to the ovemll 
e^of weight loss as suggested by the Examiner. \^^/ 

7 We further declare that all statement made herein of my own knowledge are tme and 
that all statements made on information and belief are believed to be true; and farther that 
these statements were made with the knowledge that willful false statements and the lOce ^ 
^de are punishable by fine or impri«.nment, or both, under section 1001 of title 18 of the 

- 3 - 
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NAME 

Yan Dong 



POSITION Tm£ 
Post-doctoral Research Fellow 



t;:ni]C:ATiQK/TRAINING (Begin with 



(NSTITUTION AND LOCATION 



Jilin University, Jilin, PR China 

University of Science & Technology of China, 

Chinese Academy of Science, Beijing 
SUNY at Buffalo, Roswell Park Graduate Division 



DEGHEE 
(if applioabie) 



YeAR(s) 



and incfudG posldoctor^f training.) 

FIELD OF STUDY 



B.S- 
M,S- 

PhD. 



1992 
1994 

1999 



Molecular Biology 
Molecular Biology 

Molecular Biology 



Prg fesional Positions: p^tholosv Roswell Park Cancer Institute, Buffalo, 

L999.prcsent Pcst-doctoml Research Affiliate, Dept. of Expenme:atal Pathology, Roswell 

•Rfcscaroh Experience: 

1991- 1992, Purification «f ^ ""^f J^:"!^^^^^^ development, and detenniiution of the 

1992- 1994, Kinetics study of the alteration in fatty acid synthase acnviiy aun g 

underlying mechanism. «• cimTire';sor eelsolin. in breast cancers. 

1994-1999, IdcntiSon of molecular basis for widespread loss cf a1«mor suppressor, geis 

Awarda and Other Proff «^""a^ Activities: 
1990-1991 Best Achievement in Student Leadaship 
1990-1992 University Scholarship for Outstanding Students 
1992-1994 President Scholarship for Outstanding Students 
1997-1999 Mark Diamond Research Foundation Award 

1994-1999 New York State Training Fellowship j Aw«rd 

199? Stem Student Research Forum Honorable Mention Pnze and Travel Award 

1999 RPCI Student Poster Competition ^'^^^'^T^. p^iowship in Prevention Research 
2001-2002 AACR-Cancer Research Foundation of Amenca Fellowsmp in ne « 

v^f^rrh Technimies: Mi»nmalian tissue culture techniques; recombinant DN A 

Molecular and CeUular Biology. cDNA ^"^^ ""J^J^;^^,^^^ PCR; DN A sequencing; mammalian 

technology; nucleic acid isolation; Northern. Southern and S^^^^^jj^' electrophoresis mobility shift 
cell tnmsTccticn techniques; reporter gene assay; --l-^J'^^^Jj^J^^EtDNSe I h^ ersensitivity assay; Erase-A- 
assay; footprinting; site^irected DNA mutagenesis; RT-PCR, 5 - and 3 RACH, 

image analysis. 
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PubUcaliqns: j . cr>, R B n996^ Widespread loss of gelso\in in breast 

Asch. -H.L., Head, K.H., DonsJL, Winston J.. Connolly JX and Asch. B.B. (1996) p 

Oncers ofhum^ns, mice and rats. C««cerKe5.. 56.- ,f .elsolin 

^ icz-v, RR n 999^ Concurrent deregulation otgeisoun 
Don, v., Asch, H.L.. Mcdma. D Ip. C ^P'^'^;^;;±Z tta^nal Jolnal of Cancer. 81: 930-938. 
Dl in the majority of human and rodent breast cancers. 

the tat mammary gland. Anticancer Res.. 21: 863-868. 

I, C E^,Tlo„p.o„.H...,B.u™».B.B..Ip,^.M.<200., c».™.or«m«=P.*=«™P-W-»" ''V 
conjugated linoleic acid Nutr. Cancer, 39: 233-238. 

DsngJL, Asch, H.L., Asch. B.B. (2001) Molecular basis for loss of gelsolin in breast cancer cells. SubmiUe,. 
Abstracts: ^ » .^i, « n n WR^ Dereeulation of Gelsolin and Cyclin Dl are 

Association for Cancer Research, 39: 619, 

Of Humans and Rodents". DoneY. , Ip C Medina D.. Guzman R., Asch Hi., and Asch B.B. 

U^GordonR^se^ehConferenceonManunaxyGland^olo^^^^^^ 

"Concurrent Deregulation of Gelsolin and Cyclrn Dl m Breast Qaiceis . ESSSX, Ip t--. Me 

and Asch B.B. 

E>s and Rodente". DoneY- Ip C Medina D.. Guzman R.. Asch H.L., and Asch B-B. 

25th Eastern Student Research Forum. February, 1999 Miami. Fiori^^^^^^ 
Widespread Loss of Gelsolin in Human Breast Cancers", Don£\., Asch H.L., Asch B.h. 

Breast Cancer Cells", DonfiX* Asch HX-, Asch B.B. 

"Molecular Basis For Widespread Loss of Gelsolm In Human Bi east Cancers ,Ljgn£^ 
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INSTITUTION AND LOCATION 



Jilin University, Jilin, PR China 

University of Science & Technology of China, 

Chinese Academy of Science, Beijing 
SUNY at Buffalo, Roswell Park Graduate Division 




FIELD OF STUDY 



Molecular Biology 
Molecular Biology 

Molecular Biology 



Pr^f^^^^intial Positions: p,t>,r^lncn. Roswell Park Cancer Institute, Buffalo, 

1999-present, Post-doctoral Research Affiliate, Dept of Expenmental Pathology, Roswell ParK 

NY 

Research E xperience: 

Awards aj^^ Other Pro ^'^'=?^'""»^ Activities: 

1990-1991 Best Achievement in Smdent Leadership 
1990-1992 University Scholarship for outstanding Students 
1992-1994 President Scholai^hip for Outstanding Students 
1997-1999 Mark Diamond Research Foundation Award 
1 qQ4-l 999 New York State Training Fellowship 
l^£tcm1iIentR«ea«hFormnHor^rablel^tionPn««^^ 

1999 RPCI Srudcnt Poster Compedtioii ^^^^'^T^, Fel lowship in Prevention Research 
2001-2002 AACR-Canoer Research Foundation of America Fellowstlip m rr 

T;e«-aTcVi T echniques: M^tnmalian tissue culture techniques; recombinant DNA 

MoUcularanT^Uu Biology: cDNA "^'^^J^y^lf^^^^^^Zo^ysis; PGR; DNa sequencir^g; marnmahan 
technology; nucleic acid isolation; Northern, Southern ^J'^^^^'^^^^^ ^^y^t^ ^^y. eleclrophoiesis mobility shift 

ceU uansfcction techniques; reporter gene assay; ^"^tT pTr S^CE ^^^^ I h^sensitivity assay; Erase-A- 
assay; footprinting; site-directed DNA mutagenesis; RT-PCR, 5 - and 3 KAt^t.. u 

image analysis. 



Number pag&s oongacaitt^ly at the bottom thfoOflPooi *e appiicaucii. ujfl^ 



Page 



BlograpWcal Sketch Formal Pag^ 



02/04/02 MON 13:35 [TX/RX NO 9350] 



ui>y'c.4/02 11:41 PAX 608 31g_6810 Mr_Madlaon ^"^^ 




PrinX. .n«..«gator/Pro9,^n, Director fUs', first middle): 



Piihlicati ns: j r B ^996) Widespread loss of gelsolin in breast 

7Tb7^e.d K H Dong^ Winston, J.. Connolly. J.L and Asch. B-B- (19;b) sp 
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Ip, C. Dong-Y -, -niompson, H.J Bauman. D^E-, Ip. M-M. 
conjugated linoleic acid. Nutr. Cancer. 39: 233-238. 

I^M*H.t,Asch,B.B.(2»l)Mo^„>.rt„,sf-lossofs=.».i.i"Wc„«,o.„...»»..- 

^ „ , , B 9og^ Deregulation of GelsoUn and Cyclin Dl are 

Associationfor Cancer Research, 39: 619. 

Presentations: "r>^fm-t« rommon to Breast Cancer 

T> ^ t M.v 1997 East Aurora New York. Poster presentation. Defects Common v 

"Concuneni Deregulation of Gelsolm and Cyclin Dl in Breast Cancers . uons^ p 
and Asch B.B, 

D MflTch 1 998 New Orleans, Louisiana. Poster 

g9th Armual Meeting of American Association for ^^ncer Res^^^J; "^^^^ ^ Majority of Breast Cancers in 

Presentation, "Deregulation of Gelsolm and Cychn °^^^^^7j^^g ^ ^I^sch B.B. 
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Breast Cancer Cells", DsngX. Asch H.L.. Asch B.B. 

"Molecular Basis For Widespread Loss of Gelsolm In Human Bteas tCancers , , ^ 
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« I /- ^ H P f2000^ Selemum modulation of oeU proliferarion and cell cycle biomarkers in 
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t T^san, H.J.. Zhu, Z. Oanthe,. H-E. (2000) In vmo .ihI m vivo '^-g °^j^'jJ'Sl?886^'^^^ 
L a'mo^S^toted seknhmim-abolite is critical 

X T Toftu, T ShoenvAer S andSli«-Eaton.W.(2000) IiKluniooofapoptMUbycw^ 
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2: 689-696, 2000. 

Mansoor. S., Ip. C. and Stopper, P C. (2000) Yield of tennmal duml lobule uxuts in normal breast st«eo«^c core 
biopsy specimens: Implications for blomarkar studies. Breast J. 6: 220-224. 
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stability of rat Uver oiiBiosomes and skoUtel muscle homogeaates. J- Aff. Food Chem. 48- 4162-4167. 
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S723-S730. 
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Anticancer R<s. 20: 4179-4182. 
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c!f ibe rat maminBiy glaod. Anticancer Res. 21" 863-^67. 
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cotqu^tod linolclc acid. Mutr. Cancer 32: 233-238. 
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